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m m m 

[0001] :^mm tt. mmmtmM^mtir^fc^(D:ijm^xxj^i^^TJ»^ ^j:hmz^<Dx^ 

[0002] m^m^it. 'tm. sS!LWfj:ti(D^mi^s^Mmm^mmir^^(D^fi:mmi^ 
^mmm^mx-h^o mmm^^m)f(^ftitmm^m}i. allograft) *3j;t;?^a 

^m)t (xenograft) Xm:i?>mttf^MW{^^^^fhit(Di^90^U±M<D:=.tXi>^ 

[0003] :Lnh(Dmm<Dm.mRji:^<Dmu^ s mL^x2-D(Dm^7!)^um^tix^fc^ x> 

i:o^*. ^^(D^^H^&^ig;T$-Brfc(##fF::ScM7;*5j;T^#^#fP:5:ijt8)o h^X> 
U iia«^l:«^tt^^-rJ;9l->fc6(#^#fF:Sc«ti3)o 

[0004] mm^'^h]}^:^'p(Dmmtt. mms,jt^t:B\^m:LiM^mMm^m^7:^mxxjn 

i6)«. rjjsfflnao/jjv >j ibMl^a^gt^fijt (l^aiti«^--<^^tt>i-) ^^«bfc-^hy i5';^t> 
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i8-2o)„ w^m^xxji^W}m<D^m)i7!)mv^xnh^thx\^ ^m^i!)mhtix\^ >^;ds. 
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i^v'f^^/vmm^hv^j'^ (SDS) <Dv >Ttii!)^x(DmmKx^t7iy't-m^h(DmMm 

Sunjay et al.}*. m.mm^tSk^^m}i7;)^\H&mmi^mm(BPC)iZX'0^MMcori)V 

pc^jiji^jia>fk!>ixiHij»jfiLW(-ffliabfco ^(DEPc^mm\^tim.mmimm.}in. i 

[0007] M3^i^tS<^^^^trfflVN;5^i:(j:j;oi:. ^?il^mjMlia^^>&s_h 
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[0008] mM(D^mi^xoxmm^titimm^tmmti. muKx^. sss^^c^'oB-eefe 
[0009] 0^<(Dm^mmmmitmM<Dmm^m!i^i^:$3xxf^ii^^mwi^^tf0'm(D 

^mM^SiJt^(DX5^j:XU^^^tEU ^^''^^efe^^^Si^^.g^^tLTV ^-5(Christine 
E.Schniidt,Jennie M.Baier.,2000,Biomaterials 21:2215-2231)o 

[0010] ^m^^hn. m.mmtmmi^^i^m^^m^^^^^^-^^^t{cx<>x. 

M(^^W^m\^^xno^t^^x^^ m^it^ sr>ststt'(D^mfSi±MxhX<^ pego 

xo^mmm^^'f'ti:ir^m\^^xno^t7i^x^^, 
[001 1] i^L.xi¥hthti!^mm^mMtt. mis^^-^hVis^p^KM^^mmni^M^Ht^ 
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[0012] b^^^. :^mmi^x<omB^^tifcm.mmi[:mMii. mm^stTi^j-mmmmi^^ 

[0013] t^feoT. ^mmn. &<r^mm-r^o 
(2)±iBji5fc*ifljiS'fbmi^f*. 

i4) ±m^i^m^i^M^^i^. ±mmmi^mm^tix\^^^.mnii^mm(Dm,ms^ 
(5) ±m^i^m^i^m^^i-i. 9i^:^/i-R}^^icx-^x±mmMicm:m^ti^.mB 

^\z^^x±w.mMi^^m^ti^.mBu^mm<Dm.mmitmMo 

PVP). ai^j;^^:^, xKy3i^i/>'^y=i— /K -^7^^^. yi^x y-^y^/ViJ'^i^ 
(9) ±|B^fe^*:jg'^i4i^;9'^^f*. ^Kyif^/PT/v-a— /v-^fcf^jKyif ::^/Vfc°nyK^^ 
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(12) ±mmM<Dmmm^^^. 3o%uTx*h^. ncmm(Dmmm\^mMo 

(14) ±iBmi^«. ±mmM^^^mmim(DmmfkM(D8o%&.±(Di(mm^^^ 

(15) _hfBmi^«. ±mmm*^^^Mvtm<D ^ m(D8o%u±<DmM^&^^ir^ 

(16) 2osx±<D 13 ^(Dmm^m^^'ir^. m e ii3:iBm(^iiJi.jSBj}a>fkmj^ 

(18) _hiBmi^(*. jfiLW. jkw^mi^. 'tm^. 't^m. mm. ^m^xx^'W:d^hm^ 

(19) J;lsmm^S5i5^1l4^^-^;^-r'5^ti^B#i-5O(j:^l^/5Sfe5J:5J'jj«0^ 

(20) _hlEjBHJiS^'^^yi5^;^oa#^^*^ <p'ti:<thm5o%x-:h^. m.ni8Kmm(D 

(21) _hfEm^{^. mfimimm^xh^. m^iiz:mm(Dmmmt.mMo 

(22) _hsBmi^{*. \ih'i^tz\t.-^i^m^x:h^.mBuz.mm(Dm.mmtmMo 

(24) ^btC^BJiaSr^tf . m S 23{C|B«(©mii^i5^77K 

(25) ±mw^^'7:7hi-i. ms^^^i^^j:^^.mn23{zm^(omM^yyK 

(26) _h|BMj^^7^htt. ^^bt. Wibt:i3J:TJ?#il^:6^e>>fc§IIJ:«9M*^$tT^?fm^# 

S 23t;i|B«<Z>mi^ir77K 
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(27) m.mmitmM^^m'r^:)7m-^h^x^ 

:^mo 

(28) ±mm.mm^tr.mi. ^-^Mtvx^ ^^^v ^^^^^oM^^^45>^^^-^t^'^?g. 

(29) ±m^i^m^mM^^Km-f-i:m^. ^m^i^m^i^M^^^mm-r^^t 

(30) ±taM«, 7^^;^7/vMi^?^'^'^-t-^. m g 29(^|B«(d;^^o 

(32) ±myi^:^/>Rit^i'i. y mmmxh^. m g 29j^wb«<d^^^o 

(33) _b|B Y j|im#*<^Mtt»fi. 10— 300kGy(D^ISrt-e^!>S. 3® g 32l;i|Bm<^ 

i34)±^ymmmi^. M^. mm^. ^m^. mmmi&^^mm 

(35)±W.yBmkii'i. 0. 5— 240^^(Z)^ffl-efTfc>^xS. «S32{ei|Sm<^;^^„ 

g27ra«o:^&„ 

(38) JilE^^ai'a^i4]«5>^^{* . If ^/V-T/l-^— /^*fc{*3!Ky fc^/Wt-ciy K>'^ 
-^tf . :5 g 27{;isB^O:^&o 

(39) _h|SJKyif:=^/VT/W3— /Vfi, ^^^»500— 200, 000<Oi5fflrt(CfcS. 3Sg3 
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(40) ±m^^m^^M^^i^. 1% (w/v) -50% (w/v) (Dm&x-m.m^n^. 

o 

(43) ±mmMmti:mt. 305>ra-~io h p^tTfc>n^. m s 27{ciB^<D^r£o 

(45) ±iEmi^(*. skm. sk^mmm. 'tm^. 't^m. mm. f^m^xxf-w^^hfj:^ 

(46) jiiajai^f*. mmMm^Mx-^^. m s 27Kmm.<D:^mo 

(47) _b|Bmj^}*. fch^fc^i^^iS'ftJlS-efeS. S 27{;:|Em(D;^i&„ 

(48) 'fb^6^^!a;S^tT5X@. $e>(C^^^T— if^a^^a-^-rS. :Sg27{;i|Bm.<D 

(49) JilB^fk^S^Maf*. DNasetCj;:5«l!atr^tf . ^ B 48{C|B^(D^^„ 

(50) 3g B 27lJ:|B4feo:fe-jSfe(c j;o-c#fettS. mmmi[:mMo 

(51) Mi^(DS^;^fe-efcoT. 

{52)±MUumimm^^mm^m^'r^jLn^^h\:i^-^'r^. m b suzwm^d 

(53) ^Jia:9-'fbSr^#i-S^feaS^14i^®^_h|B;feflelcl»i-SX@^$e>lC'a'^-r 
S.:«B51{e:|E«<D;^jfeo 

(54) _h|B^£3S^tei^®{i, ±IE^#:rtS3l$d^*fc(*^fc#:^S^T'^S. «B53 

(55) _hfS^3Sffitti^K«. ;K^?^S*fc{ixKy-<:7'^KJ^^T'li#t$tv5. ^ B 5 
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(56) ±m±Mmi^^Mi^. HGF. VEGF. FGF. IGF. PLfGF^XXmGFTb^hti: 

(6i)_hiEflji>^^ji^mi^f*. mni^^m^^^x^^. ^n5SK^mo:>:)5^o.. 

(65) S 58lJ:|B«o;^&{;iJ;o-C^S^tt^c. mm^9'7K 

(66) mi^^fc:«iiii^^te^i£:^M^-r^;«»-*fc(*±iB^i^{cfc§i^ii^<^(^^®^yh 

m^^^h^mm-f-^JM ; ^3 j:t)? 

B)±fEMJia>fbmji6*fc}imi^i/7:7h^^i^^ic^^t-r5xe. 

(67) ±|amim«:x -hlB^i^^^5l5T'fe5. 35S66{z:|B«(D^feo 
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(70) ±^mkm'i. th-cfes. m n 66icmm<D:^^o 

(73) ±i&mmi-i. fi^mMm^Mxh^.mn7ucmm.<Dmmo 
(75)_hiEmii^f4. ±m^m%:!i^-^^t'r:5mmi^mMxh^.mn7uzmm(Dmm 

o 

[0014] s^oT. :^mM<Dzfih^xxjm(Dm^it. m^(omm^0mvx. sxr(Dmmti: 

[0015] mimamm. ^m'itii'im^^tifcmmm^[:,mm7!)^mm^ti^. *fc. ^m^n. 
fSimmtmm^mm^. ^mmmRjt^^i&m^'^. *)Sv^«:#^4^^5^c#i-s^v^ 

[0016] [EIl]>^^5g<0^#:jg'a'ti^^^<^^a^<DflJiJNBJia>fl^M3^<^^T-Sr^ 

[[i|2]^-7^^:/^^^tijM(D ^ I o ^«9K^^^^^^„ 

[ia3]SDStcJ;SaJi^jia;^jfe(DHl^J;«9flMbfcAX#(l^*<DAX#)<^^lo3i«5K 
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[ia9]iii9(j:«. sDs, TntonK-ioom!mm<Dmmmmi9^yhmw^mi^x^wm 

y j^lOOkGyfiSJ|J-*PEG->DNase^aj^(DMM^a(5l3S«9^ 
[|gi2]|gi2«:, y |l^l00kGyMtt-^PEG^DNase^ai^(DMi^^a(#i4^lCj; 

si?t5)^^-ro ^^-cf*. pvp^ffiv^T^abfc^:^^^-ro 

cm 13] mi 3 f*. y ^100kGyfi^tt^PEG-^DNase^3gM<DMi^^a(75/hW§B 
HE^^ (4) mm : X 100O^#-e^i^^=fTofcij^^-e&5„ 

[0017] i^^LT. ^mmimi^x. mM<Dmm(DMm^nm'r^o ^mmm(D^m^t:>fc^. 

mm^<DmmmK.it. ^m<Dm^meH, ranj. rthej;JC^.M»(D#^oreinJ. 
Tderj. TdasJ. Tdie J /^^f *3 J:TJJ^<Dt&^>fb?^, -fA^t^J^c^ FimJ . Tune J. Tie J, 



wo 2005/063316 



13 



PCT/JP2004/019440 



[0018] imm(D^m) 

siri^:^mmmK^^^xm::^m^Mmm<D^m^mmir^o 
[0019] m^mm) 

^mmmi^^\^^x^m^ti^m^i (regeneration) i:?*. mi^<Dmm(D-m^^ 

^(Dn^mtmhfhxidy)^ ^^<^i^n^t^±n^\-m.^^i\\ ^^fi:mmx\-t 

umim^hti:^mm^^m\^x.muxmu-^<Dmmt)<om^mm(Dm:X^m 
^:Ltx:;^^(om^(DU^■mt^^m^^n^umf}^nf:>i^\^x\i^^a ^<Dmt\^x^ m 

nmyc^'y-^^tX.^ ^^V^^^\)l^-=^:^i^l^ (HE) ^feSrm^^fJ: J;«?Jtel«&^'^hy 
^MmK.\^. ^^:?5.^^^fc«=i^— y^^)*5j;tF^Ji&(c:i^-t-^^^#.m{-J:oT 
^^^)5>ftSo ;ic»mi^^Jttr5fe#®t»^lcT:^^b. #^o®j»(^J;tff. 200 Mm 
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X 200 n m) ibfdo<Dm(Dm:mmkbwm<>x$Ym:t^^tii^'^^^o 
[0021] mmx. ^m\:.^i^x:^'^^RiitM^(Dmmtmm^o =b§ot. mm^tMrnmo) 

m^fj:ox\^^w^^m. mMm^ir^fm-^\t. ^&(oM.'^^mi>^^y^:ibifi 
[0022] mf^(omM:i h\t. wmmt^fitdmL^x^ ^t»><>fdmm 

[0023] ;*:egjBB#^<:*5v^T^jiiai^J (tissue) b\%. mm±m\^^\^x. n~(Dmm'm^^ 

mmtmm^mx.f^mmmmmmm.^^mmmMmt\^xmm^mm^fh^^ 

m^m^t-r^w^tx^xn^ jfew^ ikw^iTO. 't^m^. 't^m. mm. i^m^x.xy^ 
^zLtt^h. mnma-i}£(D^'^}M^(Dw^xh^mm(Di3mKx.-yx^-m^fhn:b 

^mm\^n.. 'L-m. mm. i^mfi:}£<Dm'^(Dmm-^m^fhf\.^o 
[0025] :*:K^»^e:^ov^-c^lie§§J^fc}i^^'i'J (organ) ^ji. si^fi^fiifflv^f^tb. ^mm 
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[0026] mm'r:5fcisb(Dmwj:^m}i^mmir^fMa^. '^^mi^mr^xm'umm^'r^ 
^M-m^-mm 45. 2188-2200(2000) icmw.^ti^xots::kmms^m^mK. 

Wi^^fe (circulation type organ ctllt^lre);fet*)t>fflV^^>^^#5o ^lilM<^J3Ji 

[0027] ;^5g^a^iJ:*5V ^-r rjiJiJSBia (>fb) j *5<ttJ« rMsa (>f b) -fs j ^f*. mi^^fc^^g^W 

'^V^)^M^CM)^ii^m^\t. :x.^:^=f-:y, IVM/^if). 
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[0028] T^mm-xfi. m,mmm. #®^tt^j*^}*MM^ii45>^ov^-msr^ffiv>5:i 

[0029] f&immt^titcmMi^. MHCi^7:^l*5j;mii5^://-?^K;eiS^*$tbTV>^c:i:}e»W 

[0030] ^mmmK:}^^ ^x ms^m^^i ti^. ^mm.<D:^mi^x^mm(Dm.mmt^no 
rcm^^^^^msi^(D^ ^(Dmmi^htht^\.x\^^fcmm^Mir:5it^^\^^% 
:^mmmKm^xmmj^^m^m^ir^:^mi-i.^'^h^>^v>^xxjp:^:tiy>^ 

-C. :i(D:^m\-±mK.it. iJilT<?5XS^^-^-f-5:i^>^/P^HE^felCj;>9^«)5>tt 
^XM ; :l01^v://^^c*5V >-cioo /* m x loo ^ m(DmW^^^-f-^^<DWc ( = *W 

J}^m)<^ff-^i-§xa;i£i^Mtc^£:C-Ctf^^1gm(^J;tfi. 8[ll)m\ ^(D^pi^^^ 
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<i^^-efe!9.'^Jx.{^. Molecular ProbesttC)Hoechst 33258ti:}£<D^^UM^ 
IS^^^-^SHoechst 33258 (Ex 356. EM(5l)feJS;g)492)SrSJ^:$ 

[0031] ;*:PJ^»{c*5V^-rr:feSMJ^^j^{i, ^m.}ftm^t(Dm<D:^^%^(D^mi^X^ 
[0032] :^mmmK:^^^X:^^R}t^^m^ir:5:^^t^^:d^-i^ HE^^/^^^t?^fe. 

[0034] :^m'mm\^:is\^x^i^iHx^^m^t'r^i^^t'^^>i^. :fy/v->'^j^m&^m^ir^ 
^tiz:xoxm^ir^^tt)^x^. ^mmm^mmu ^i^mti:ticx^mMm}i^ 

[0035] :^mmmi^m^X^^^\^i'^tcnr^l^lf^iiin vivo)i!}i, ^t#:(Drt§|5^V^5o 
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[0036] :2{cMjNa#lJl*5V>-cr-r>'lf hnj (in vitro) tm. (DM^ S ^(Dfz.m^^^<D 

[0038] j^#{c5ov ^x^^mmo) ^^^miimx^^^mmi b\^. ^(Dtm^ti^iE'^ 

[0039] ^*!:k*h${c*3v NT mi^^-^hVi^:^} (ECM) tit ms^^mmi thmti:^. 
mm. 0±&mm^mi:>iri^mm (somatic ceu) <Dm i^^^-r^mmt:^ *ih 

m^'^h])^^n. mM(D^mdiirxfi:<. •r^x(Di$imm(D^m^i^!,^W£f^umm 

m^^t^(Dm^mrz.'r^MtK±^\\:^th.mm^^tvxitmmm^:}sxxjp^B. 
mm^^h^o mn(Dm^m)^0.^n^v^^^y^]):^i^(m^j^=^^m)xm. ^(d 

D^W'l/y/V (microfibril), 11*1, jNBJja^ffi<D7>f:/i3;^!:^^>'/jI^<D«ti5^>'^^i^S 

Mi^^-^n^o ^mc^^t\^fcmmxhm^mmtm-x\ mx.itm^m'Wxit^ 

'Wwmmz.x<>x!i^mm^izm(Dzf^y^:t^v:fy:y^t?^'Wmw7!>m^^ti.'W 

xi't'W^mm^x^x^sKttm:dm^^'wmm7im^^fi^o^mm(Di<>(Dmm 

[0040] :^mmmi^^\'^xfmmmmmiint. mm^fctt^'^(Dmm^^-r^<y;<-^^ 
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V^-CfflV^e>^^§^&-C^*. —nm-^lOOfimX IOOm mr^O^:=i5/Mz:|E:§Jt). ^ 

[0042] >|5:0JJSl«-e«:> ami^^5 X 3Omm<D0W)ytlc^So (S;*:6<}JC:fc:l!jfRSIfl5<o 
^<^M«^5mm^@^-r5o (ORIENTECtfcjgiTENSILON;5"tg|^®^^RTC-l 150A 

[0043] ^mm(Dm.mmtmm:d^m'r^^mi^. mm. m:K^mm7!)K {i^f<i:<thm8N&. 
jNaii&>fbmi^fc5v>}*^^<^mi^(^j;t{^. mm)xn. 7Nnm.x$>^^ti!)^m^fc 

[0044] »^v\^^mmj^mxii. ^^mx^t. :^mm<DmMm\^mm}^. mm{>^i:<t 

it. 0. SiJAJi. 0. 8—1. OMPafj:^)^^L.X\f^XhX\/\ 
[0045] #T^<D^B9^«, 3SaPa!l^-e^fflUyh5l3S^i^^(TENSILLON ORIENTEC) 
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[0046] -mmm\omwm^xoxnhnti'r—i^(Dmm^xy). m^m. mmm. 
mm^^mtt. wm^^'^?^-^ ( ^ m xmm.ir^^^tfi^xt^o & p-d (mti- 

Ln(P/Ps) = i3 (D/Ds-l) (1) 

(DP (B^ti) K^mmm (d) (Dm^^-r, 
[0047] s!sLWj:^(Dm^mm(Dmm^y<^-:f^(D::^^^yh\mMu ^m^m7i<^^i^iHm 

il^^±^(l)<D^{C^Ab-C. /3liS^#tii"f5(Sonoda H, Takamizawa K. 
, et al. J. Biomed. Matr. Res. 2001 : 266-276) o 

[0048] i^mmm\z.m ^xmmm'i^^^s ^tks {ti/v-i^^^^m. mkm. %Ari^ 
^:=^^j^m. \ih'^^->mti:^)isxxj^m7i^mmmmth\^^% ^m<Dmt7ic.mmti: 

(D^'mrnm.m^ (amphipWUc) ^5o 

[0049] ifm^mKii\^ ^x r#ffisi4^j J t\-i^ mw\zmnx^^mt}^m\^<^'r-^^^ 
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mmmi^^^^mmTb^-rt. h^mm]^±xm7^m^m^mmm^ihi'i\niifx 

/^^SJ^v^v^. ^(Dm&^mtvx7i^mm(Dmmnmm\^m^t'r?>o ^(D^-^/vm 

m<D g m:^^v^—^mmi^Tif^^ti^xox^>y<^m. mw^<i:t^(Dmm^^^ 

mm!^±(Dm&xmm^fhm:^it^ i%). uyb^osor. ^m^^^^i^^-cDrm^x 
^mmi^^^xmmt^mmms^^tix^^^^o mm-^y^mmi^. ^m^^xox^ 

[0050] :$:M^#{^:*3v ^x r^-fe/Hkb^fev >j kn. m^<Dms.x±m(D^±/v:^m^i.^\^ ^ 

[0051] ;if5:PJJ^$lc43V ^rr^-fe/WbU/cCV ^MiS^S^^45)•^^J ^^(D?g|gT-5-fe/v^?(^ 
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[0052] :*:5gjiW#(c*3V ^T r^-fe/HbLTV ^/J^v ^iKWi] ti^. Mm^Ktt5>^^{-ov ^XWRir 

^'>K;^fy'^— im^^V:r.^U>i!^V=i-M i^X-oXm^^tlM^TiK SDS. Triton 
03jHy'^-;SS^tfbtv5;a5^tT.btc|S^$tL;fcV\ l, 2-:r.^^i^h^t}^^ ^^^X 

'rxK^^vx\^^^2-D(Dmmm^i^mmm'f'i)^i^^ir^mm^h-^4t^siiox:h'^ 

-C. l{i^2^i:^cl^^i^^=•:^5J^'^LTV^s^>(^;S^v^5o i. 2-:^^^^^}^(DmtLrXi^ 
, :7'i3t:V>-;^-^iyK. >^'^u>';^-^v'K\ ^^t'i^notKy^^/^^'^ 

sKy-^— . :7'ntV>':a-=¥->K7Ky-^— , ^;Jxf><D32Ky^— , 7Ky:7'nfcVi^^y3— 

, ^y^^i/i^iJ^y=i-/V3fc^;6s^(f p>tt5;as^tt^(c|5B^$tv/.ev\ »*L<{i. i. 2 
-3Z7K=¥i/K>i^y-^— fi. 7Ky3^^i/:/i/y=3— /V. :!Ky:7'citv>'i/y=i— /v/^^'/js^s 
;65^nb{c^^$ti/^.cv\tjo^>b^*b<(:i. 1, 2-3^jK=arv'KjKy-^— ^jfy^i^ 
v>'i?'y3-/p-efe;5, 0*b<fi. 1. 2-^jK=^ixK2Ky-^-}i. M^^KI^^WTSo 

[0054] :*:§g*fB$(C*3V>-Cr7Ky:ii^l/V^y=3— /l.(PEG)j^}*, :3^^W:^i5^y=i— /K^^y 
-x'— ^V^V\ J^y 31^1/ V^r^v-K (poly (ethylene oxide) )i:t>V^t?tl/. HO- (C 
H CH O) -HXm^tl^o ^y^^l^^i/y=3— /V-ti. a>«r<Ddk||;5^bTffM$tV-C*5 

2 2 n 

t)-. ^J;^f^^ Union Carbide (Carbowax),. Dow (Polyglycol E)^ Texaco Che 
mical) Jeff ox) , Olin (PolyG) , BASF Wyandotte (Pltiracol E) . Hodag. ICI 

Americas (ATEG).Nacalai tesque. 0;*:?ftJig?fe^*/5^e>rtTIS$nTV^So ilS' 
. PEG{i. ^m'^^m7!)^200t6000t(DmX^^o ^(DXt>ti:PEGtVXi^. Nacal 
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ai tesqueOpolyethylene glycol (H(OCH CH ) OH) t^^^M(mx.\ts 200 

2 2 n 

. 600. 1000. 2000. 6000)(DXoti:U&i!>^^ifhtl^o 0*b<}*PEGf*. ^i^^ 
»;d5iOOOJ^J!.T-efe«9#^o «t^^*L<f*. PEG^*. ^i^:9-^^*;&U500^2000i:(D 

2|s:^K(^*3V^-C^ffi$4T^PEGf*. ^^^;dS^«-efe5^^;iW^bVN;dS. ^(D^ti-i 

<. m^it. lg/mli^JL±(loo%w/^w^^J^_h)<D^s^t/6W*bv^>5^ ^tiiz.m^^ti 

fc§V^^^. PEG}*. 60%w/v— 100%w/v(DF^(^^i^-e^ffl$tL#^o 

[0055] :$:§^jili#{-*3V>Tr;i^ig'^ji:}*. S^4^3J;t;?jfe^^6<Jigi^|fe;6S/^V^fc^^)^;I 
[0056] :i^5g^#(c*5V ^-C f^i^m^^M^^} t\t. ^flcji-a-l^o J;v ^ii5:9-^^t:V ^v n. Mc 

^mmm^mmu mM(D^m<Dmm. ^mmMmm(Difkm. mm. Jtmrnmi^x 
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mmtvxi-i^ ik^p^&mm. wm^mm. ^mmms^fj:it^m(Dmmm^ 

[0057] ±m<Dmm'^msi^<Dj^v^mm^x^m&\^m^h. 0immt:^<DmnK^m 

mmm. m(D^m^t^mj::^mmt^(D^Umm.(D^W}(Dj^m^h<>x.mmm 
[0058] mm^M.m(Dumi^^\^^xi'i^ ^(Dmiit:wmvxmm^Mc-^(Dmm^^mm 

V=7-0. ^H<^National Standards. a^6<)0|IS2p©ISO-lO993^(iJ;l9<@S'J<D 

nmmfim^^fvx\i^:bo 
[0059] ^wm^^-M'^^bvxi'i., m^\t. j^fyif ^/V'T/w=i— /V. 

jKy^i^^T^/i^^ :!Ky:/tit!'i/i^, j^^yi^i^iJ^:/. -fe/nn— 7Ky;^^w:/. ':^>r^ 
i^. jKy;<;— 3}^^— t:•y1^/^J^cv. ^])T^))xi=z.Y]);v, =i^— y^-, -^^^^^^ :7^^ 

#ytKi3drViS®g;^^if;$S^{f fetV^;5S^ttbtCPfi^$tb^iV\ w^-C. JKyif^/l^ 
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(CH C(OH)H) -tL-Xm^tl^o /V«^»<*:i:b-C(i#?£b 

2 n 

So 

[0061] :^mmmiZ.^\f^Xm\f:=^/l-\l°viW:^t\t. — JiS^[-CH CH(C H NO)-] tl^Xm 

2 4 6 n 

xh^^^t^o^^^'m^ir^:fjmn. ^s^m\^(D-nxh^^mMmz.mL-xu. y 

vxit. m^^(D0mm&o^i^-^\^ ^xm>nmmm^m-^m7i(. (pbs) /j:t^(D 
^mmmm^. M^^<omm^i^'^\'^xttmmm^^<oM^^mm i.-f^T 

[0063] :^M^II^^^3v^-c^^^^^J«:. r^^^jti^^<Djt5fe-effiv>e>n. ^tJi^^-^iSris 
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[0065] :z(c|g*ffl#^c*3v^T^lSi-J^^*. h^mi^^h^m'f-m:^it^ ^^m^m^^^) 
[0066] ^mmmi^is\^xm^-r^ij:mi. ^mm(Dm.mmt^^^iinm^i^. ^ 

[0067] ;*:MjNfl«t^*5VN-cr>fb^6<j^aji:{i. Ji2:^(;i{i. ^^(i^W-^it^mnx^mm 
-/i-)^tf^f^lvim-rxa^^(Dftfcox@^m-ro t^^ox, 
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•rjiU(Dmiz:^t^mmm7!)m^ti^m^. ^t^m^mi^. 1000-2 
[0068] :*c|g^#{^:*5v^-c^^f mMimi^xmRT^t^. ^<Dm.m<DmM 

50%. fc5V^^^^i>:^j:<i:t>200%i!^feoTV^5;l^^W*bV^o ^(DX^:^ffSmBkMtt. 

[0070] ^S^^^^/V-S^^^bT fi. mx.it. &.Ti!)^mifhti^ : 
tltX-it C H ^CH • +C H • 

3 8 3 2 5 

fc^;tf^ CH • +CH COCH -'•CH +CH COCH • 
3 3 3433 

fzLtK.\t CH • +C H -^C H • 

3 2 4 3 7 

^mismni^^x^x^-^-^^^mfsmt^'^f'tii^x^^BLm 

tit^yi n-C H -^C H +CH • 

37 2 4 3 

W^^K)t- CH -H-CH -^C H 

3 3 2 6 

C H • +C H -^C H +C H o 

25 25 24 26 

[0071] * W^»(e:*5V ^-c ^=7'^iu/v\ :7y — ^t>:>&/p^tjiq£{iti.. ^*fm^^1>o>fb;^ 
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[0072] :*:eg*ffl#(c*5V ^-C ^^V—'7Z^:^/>m^f^mi tn. 7i?;i&/i-^#^i^i-Sr^;6S-e#SH 

[0073] -mc. ^(DXofmmmi^. xmmm. m^mm^. m^mmm. y mmm^ ^ 

3 

2 

^^^o^^S(7i^;57/vS;^;:) lcj;o-c^'fbi-5o ^'^^Jipj'^iS^l^fi. :*:§gjis|aS:t;i43VN 
[0074] ^^{c:^(Oj;55fc]^8ISd5^^U;6-oSJ^?bfc/{>-^^ 

[0075] ;*:KI{a#tC*3V r y ti^^ o.OOl nm X'Ohm^ ^mm^^\^ ^Oo ^^/i^ 

^—xmibrntm: loo kev ]^±<D^m^x:^^:^tiz.fj:^o mm. m^m(D:x^^/> 
^-tmLm(Dm^(Dmi^ym7imm^tvs>o ym<DMmmtvxi-i. ymmtL-x 

i^ai0*bv\ Mmm\:.mM<Dmmiz:ts-^L.\,^7!)^hxh^o 

[0077] :*:0JSi(B#{c43V ^-C F^^l^j ^fi, Pr^3fei^OMiSS^SS*^360-400nm^±RB^b. 
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[0078] >^mmmcm rxHj ti^, U^h^l^mthmtth, jK:g}d50.001nmi!^_b. 

Mmmmmimm^'^x^±'r?>^ia^MmmmMi^mmf3:<.mmimx± 

mxh'oxhm^^h^n^^t7!)mm^th^o 

[0079] ;2|s:|gj^#-e{i. yi^^/i^Rmi-i^ :7V—^^J:fy/i-^(Dmmi^X<iXm^^ti 

[0080] ^mmm\^:3rd\,^xm^mitn. mmmz—mcomm^^^^i-^—^^ir^m^ 
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[0082] ^m^mi^^^ r*^j ttt. 1 X io"'pa£JLTojffi;^;?rv >5o ^mmmK^^ ^x r 

TtHi. 1 X 10"'Pa— 1 X lo¥a<75^IS<DJBE;^^v>5o 

[0083] *0>g^«^c::^ov^T^;^c^J^^i, mnm\^^hfi^M^xm\^^hfi. mm. m^t\^x 

[0084] :*:§g^#(::*3V>Tr^^«t>j^(i. ;k:M«^:^9t^^^tS;^»5jftv^^^^$-ro ^*b< 
[0085] ;*:5g^#^c*5v^-c^7Kft'J^{*. HKS^lcH o<Di^^^t>/iS^K^fti{e:*5tt'5S^£:^ 

2 

[0086] ^P^^«t;i:JoV ^T^v^;^/^S^£:/5SfT;t5i^S rM^^i4^^^^?^j irUTf* . MJiS 
[0087] 2|s:|g^#(C*3V f^mmi^^Mi (physiologicaUy active substance) MS^^ 

^\^^^m<Dmmx^<om^7!)K mmi^i^m-r^f^m^^^^xi^. •^-(h:ij^>i^mm 
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[0088] :^mmmz.m ^xmm^ti^ ^m^w\z.^\t ^xm\ ^hfi^mh 
m)^>^^<Dmm^m. H^m^<Dmm. ¥?m^(Dm^. ^mm^m. m^^^v:7.^m 

[0089] :^mmm\^m^xm\^^hfu>mMm'f'\i^fditmf^mMm^\t\t. :^mmmx 

imm(Dmm^mz.^'^i\:im^(Dmmm^t\.xhmmir^:Lhi!)mm^^^ 
[0090] '^^v:^^>\z.\t^ ^mf^\at. -^i^df—^^^^m. ^^^^yd^m. ^n=^—msm 

mmnm^ (fgf) . fs^mnmrnMnm^i' (hgf) . iaMn&.mnm^ (vegf) o 
[0091] ■^4Y^^:y3id^x:^mmm^f£}£(o^mm'^m9.\'t-m^. mmmm^m 

redundancy) ^^:h^^t^^h. m(D^n^^XXJ^m^X^hth^'^^h:iJ-(:y^fz.itmM 

[0092] :^mmmi^^^^x^^^tit}t. mm. mm^fci-i^'^<Dx^fj:^m(D^^(Dvtm 

^IZ^^^ (embryology) . ^^^^^ (developmental biology) fj:^{Z^\, ^X^m 
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[0093] :^mmmi^^\'^xf^m.)ii. ^^^yhi^xxj^fmM^vyh]i-i.^^-^mi^m\^^ 
hn. Mi$^(D^^um^WA^ti^-<^mm-^tinmm(DmM^fci^mmmx:h<> 

Ayxxm^mfcibiz.m\^^ibn^h<D-r^x:i^^^^ti^. ^myrtvxit. ^(^k 

•r- (donor) (DUmi^^oX. i 5. ( S ^) ^*ft>ft (autograft) . 
^^mm (allograft). Ma^«>td5^(fe>tbS;0S^tbe>{cRR^$tb/.CV\ 

[0094] :^mmmi^^^^x^E.^m)iii£r'n^m^m}iti^. fes^@^^^:ov^-cv^5^#. 

ia-i.mmm^m\:^mmi^ mK.i^-^^i&^}^) 7!)>h(D^mn^h^^n^. 
[0095] :^mmmi^^\^^xmw^m.)immm^^u>f)ti'i. mmxhoxhrn^m^ 

[0096] :^mmwi^is\i ^xmw^m.)itit. ^mm^^m^ti^^m.}i^\' ^^x 
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^K■:^-J(#^^#)^v^9o 
[0098] ^mm<Dm.mmtmm^m\^^fH'£^ t'(Dx^fmm)fhm.m'r^^tif)^-v^^o 

[0100] ^mm(D:^mMf:Li^mM^^:^hXii^^m^it^\^x^m^ti^Mm^. m^mmi^ 

^\^^m^mmm^}^Mx^oxhx^\ -^fc mmRjt^^f^^irh<Dh!i^^mz!t^]:.x. 
^mR!t^^mir^mim^m:itKxmmir^^t7!)^x^^. mmRf^^^mm-r 
^mmi-i^m^mi^^^^x^^^xho. m^it. m^n^i^m. 't^^mmm-m^m. 
mm^, i§sm^mm7b^^mmi^\^ifx(^tTm3m)i^mm.^tix\^^?>o ^(dxo^j: 

J (^l/K^V, ^^/l^IT'l/K^IX), rTJNHJia^flcj (OKT3. ATG;Jt^)>iSfci9, 

'^m^mmmt\jxn^(D^<(Dmnxni^fix\i^^:)jWi\i. f->t^ti:^yi<v^^. 
[0101] 7^mmxm\^^hti^mmt. ^(D^mm^\-f.^ mmmm. m^mmm ^^(dm 
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[0102] ^^m^m^it-r^mmi^t. m.mm\:^tifz.mMt<Dm.^t\^xit^ m^it. 

[0104] ^E.mm^f:iitmm^m\^^fcikmn^mmi>mn^tixm.mmt:^mrr^:^ 

m^m'imm^mi^^^^xm^<Dtmmm-r^:z.t^^x^^o 'tmskw^nmi^ 

*3«9. n^mr.mmm^^'\thfix\^^^o mmtbimmmxm&(D4m(DiKm^ 

^^2000 ; 29 : 38) „ 'L^jfeW^ (C^SttSmi^X^ (tissue engineering) -Cf*. 5^ 

M$ixfc^j§a> mi^m7!)^skmiH(DM.mimmmm^^^mx\ ^mmm^hmm. 
mm^(Dmm^mhthmm^j:^wxh^tnx.hthx\^^^o m^. s E^mmitms^ 

[0105] 1. igi^M/J£:<^"srtg14Sr^*o 
[0106] 2. K-^— ^#J:-rSi£^^;6S;^^V\ 

[0107] 3. ^^timM(Dfcif)-0:\^m^mmnxt^o 

[0108] 4. ^JIia;65j^JBa^1^K«€:^^!fe$iirfc^;a-^J5&#i:bT<DjJfy-^-^s^^{->ife>^ 
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[0109] 5. ^mm\H&x-mi^i^^tii^^sk^m^h'rcthxm. ^wm. mmmmm^ 

[0110] 6. ^^mM(Dfcibm.^7!)mnXt^.:^j:t^7!>^^^htl^o 

[01 1 1] ^m}mxft±Kmw}mmm&<DisLBmmp%-v>^'ij'^ (-*5v v ^btvTv 

;m?r^p29. 2002^|gtT)o 
[0112] AX#(D-ilS6«i^ffl«, ^^^»l;i*5V>-CM^-e^«9> :^mmi^'^fc:i<Dm^* 

Gross C et al, Ann Thorac Surg 68:919, 1999) „ ><.7^^h^^^^V^^^-C\ /J^$V^i^^X 
MMf^W^hMWX^^ {Gross C et al, AnnThorac Surg 68:919. 1999) „ 

[0113] m-^\^\f^mm^m) 

[0114] loo^ffi^^:*3v^T. :ifimm\t^ ^wm-^^m^^^tsmMmimm^mi^ 
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mMit^ H(Dx^fMmmtmm^^ntih(Dx;h^xhBi^\ ^mmi^. ^i^m^ 
^m^^^m.mm^t^i'mK^i£.-^^^tiz:x<^x.^mmmmi^mM^m^±^ 

(Dmm^^hmm :d^x^^j:7!)>^fcmm{^^^ ^xh. m^^^^t7!)^x^^-^mi±^m^'r 

5o 't(DX^fj:^m(Dmm^. 0m^<i^. ^i!^m^\m^'f(Dti:\^:!i^mi^it-<X. 
m^lts 101%^±. :^hi^tS-^V<miO%&.±. $e>l;i0*b<l*12O%j^Jt._h. ^ 

[0115] 0*L<(^. ^mm<DmmmmsMn. A)mmm(Dmmm^mit^ 

^tTb^h. :^mm(Dmmm^xi-i. ^i^p^K^\^^x:^^Rft^^m^ir^^^^v 

[0116] 0i£.v\^^mmmmic^\^^x^ :^mmicio\,^xm\^^hti^±i^m^i^wi^^i^. m 
is\,^xm^(DmmKXoxmm-r^^t7i^x^. m^m. ^(Dx^ti^^i^m^^m^ 

[0117] $6>^c0^bv^^^fe?l^^^^:^ov^T. ^mm<D^i^m^i^M^^n. mM^mm^ 

[0118] ^(Dx^fmmn. m^i-i. ^i^;=&/i-^^£? m^\t. m^mmM. ^y-^i^;^/^^ 
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[0121] ;*:|ll5g<Z)0*UV ^mmjf^mi^isr, >Tffl v N^>tv5;J^y if c:^/VT/V3— /v}*, ^^^»5 
00—200, 000<D$S|Srt{Cfe;5o XW^L-<n. ^m^th^^]}lf^/^T/\^=i—M-i 
> ^^-^^ASOO— 100, 000-Cfe!9. $btC^^L<f*, 500—10, OOO^Cfe^o 

[0122] :^|s:|ilM<^^^*bv^^^fe?^M^c:}ov^Tffiv^bt^5JKytr^/^lfl3yK>'^^, ^^mso 

0—200, 000(^^H[^{cfc^o j;«90*L<f*. '^ffl^ti.^J^^yif^/UfnyKi^f*. ^ 

^^41. 000-100, oooT'fet). $e>{c:0*b<f*. 10, 000—50, ooo(^J^{i.40 
. ooo)-efe^„ 

^mm<D0iE.v\f^mm^mi^i3\^xmm^fi^^i!^m^i^m^^i-±. 1% (w/v 

M^'f-i^. 10 (w/v) -20% (w/v) (ommiHxmm^tm^o 
i!>mmmmmt)(Dmi^^hxy^^fz.mfs^^mmir^(Dizxm7!)^h^xv^£mm^^ 

}tmnmm^^^nx\,^fj:\^^^t^mm-f-^^ticxm^-r?>^t7D^x^^o «eo 
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ila^#^^T^f^;^fe{*#^tUfc(Koide A., Hayashi T.eds(2000); "Basic and 
Clinical Studies of Extracellular Matrix(ECM); Aichi Shuppan Co.Ltd.TokyoJapan 
CAN:133.333-569);0S. ^m(D:^mX-mmmW^^30%SlT . Wi^5%^mi^ir^ 

[0124] ±^(Dx^f:^:mmi^m^mm-r^fcmz. ^^^mm^micm^x. ^mM(Dm.m 
mmm<Dmmm^mi'i. m^m3o%urxh^. rcmma:xm2o%&.Tx:h^ 

5%^T"e*>9#5o ^mm(Dm.mmmmti. ms^m^mif^^(Dmmi^i&<xh. 
^(D^mmmw. mmmm-^mti:umKm^^t^mmx$^^o ^j!^^^^;^^^ 
vK^>{£<Tt>. mMi!)^hthtmvx^^fci^mk^mx(D)mmim^. f^i^wm 
m)^mm.x\^^/£ntn-£mmmm-r^^tf>^x^f£\^\ ^ox. ±m<Dmmmwm 

[0125] ^m'^mti:nmi:ii&\i^mMmmm'i. x^{i^fj:\^^\3it'0u^xh^7!)K mmmso 
%^Txh^. i^mm^i^m4o%&,rxh^s 0'^i^<nm3o%&LTxh^. 

xh'on^o mmm^m7i^±m(DXoi^r^^^fct\^xh. mM-^tcnm^a^htht 
t>oTv ^fcmm^^nx^fj:\^ ^nmi^mm^^i-ffch<D\^mm'r^^t7b^x^fj:\^ \ 
m^x^ ^mm(o s ^^mf^-f-^timz, :^mm(Dmmit. ^(Drnmn^mi^xi, ^tc 
mm^^m'r^(Diz^mii^^^xots:mm^^nx\^ >jfcv ^^t;55^^Lv \ mm7f)^^h 
tht^i^x\,^timm^mmir^^t7!)^x^^7!)^t^^M-i.mmmmm^j^^xwm'r 
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[0126] *>^v :^mM(Dmmm^tmMi^. mm^'^hv^y^<Dm^mmm-i-^^tic 

[0127] loo||»^^{i*$v^T. ^mm(Dm.mmtmmi^. ^mmmir^:Lt7i^x-^^x 
t%mm^i:!m^x:h^. mmBkmt±-mi^. 3\^m^^mx.ii:. mmm^. mm 

i50%^_h. 200%^±)^^bTV>Tt>j;v\ :ivi-x?. mM7!)^^^m\kmx<DmM 

x<Diikm)(Dmm^\t^ yz^x(Dii)^m)x^vx\^tdmtm&^\^Oo +:»•^^:3iv^ 
[0128] ^msm(Dm^. mmmmit. $ rnxm-r^tib^x^^o & m.<onm:^m\t. ^ 

2&.±(D ^mcommB^m^^ir^o m<Dmm^micm^x. ^mm(Dm.mmtm. 
mit. iamm<DmM7(t^m\^x\f^ti^m(D<}?^^<thm75%&L±. 0i^\^<}tm8o% 

v^mx<D!i^mmK.it. ^m.)tit. ^(DmM(ommmK.it. ^mPM(DfSi.mm^[:^ 
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[0129] :^^m(Dm.mmmsMi-i. ^mmmi!)mm^fv^mM'r:^htnt. ^i^<Dif<Dx^ 

[0130] :^mM<Dm.mmitKmi'i. nm^M^mmm \^m^vx\^ ^tut. ^(dxo^^ 

[0131] :^|5:^K^cjov^-c. ^mm(Dssi.mmmm7imm^Mnm'i. j^i^^(Dt'<Dx^ 
tixhx<. fc^v^^i. m(Dn^\zmm^tixhx\^\ mmm^^ifx^^^tix^^^xo 
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mx.it. ^m. ikw. nm. ^m. ^m. m^. m. m. mm 
. m. mm^m. mm. ±^mms f^^mm. mmmm. nmmm^j^t^Ti^mifh 

[0132] srj(^^tB(-*5v ^T. >/^^mn. ^^m<DmmmtmM^t^ifmi^^^h%:mm 
-r^o ^(DmM^'7yhi^:^^^x. ±mm.Mim^tmMiat. \y-yii°:^:yh^M(Dmm 
i!)mm^fi. mm^tix. mm(Dmm<Dmm7!)m^^tix\^^:Lt7!)mmxh^. 

-7^}^. %m.(Dmmtf^m^ii^'B'mt^fh^mMxmm^o mmmmm:^n'r^t:L 
^y\f:^:yY^^(ommt. m^ii^htimz.m'^^^x\^xh^\\ ^^imMmx\t 



wo 2005/063316 42 PCT/JP2G04/019440 

[0134] ^^m<Dm^^'7::^hKm^f^hti^u-y\^::r^>h(Dmmt. mmmmi^m^-^i^fi 

[0135] ;^^0J(j:*5v>t. ^mm(DmM^9'7hi!>mm^ti^m^i^. M'i^^(D^(Dx^fj: 
miLX$>oxhx\^\ tt^o-c. mMi^'7^h:d^mM'r:bMi^(D^^j^immmm^nx 

4^:kfj^^mm^^mir^o ^mm<Dmm^9'7h7!>mm^tiM^m^tvxi-i^ 

^jt> ifiLW> WBi^. mm. m^. jm:. mm. m 

mm. mm. ±mm. ^-^mm. mnmrn.. wsmi^^^if^^^tf f^tbs^&s 

[0136] sij(D^ffi(e:*3v ^T. ^mm-m^mm.^'yz^v. ^^^^^"7-7^. t^^i^mi^i^^ 
m<Dm^tmm^ivx\^xh2;:\^i>^. mmi±fi<xh^\\ m-i^\^<\tmmi)^fx:\^^k 

[0137] m<o^ffi^^:*3V^-C. m*HJia'fbmil^^0i-5;^&-efcoT. A)^^ 

xh^w mMim\:rr^'xmt. ^n<Dwmm\:.^m^m\i^^:Lti!i^x^. m:k.\t. 

|f®^t4^J(SDS. Triton X-100. 3— /W^^hy^A, 'T:t^iy^—/VmrrW 
•u. /3-;^i5'^7WD-^/k3i^hVjJ^). M^IKi4^^^(^J;tJi. PEG. :i^y-feyv>feif 
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[0140] lo(D^f^Lv^||^g?^^^^^*3v^■r. ^mm^^^^xm\^^hn^ymmM(7:>mMM 

10-300kGy<Df5ISF*3-efc5o J;?)0*U<{*. y ^Mftf* . 50kGy-100k 

[0141] ^BJjN8#l-*3V>-C. y j^flSttf*. iiS. ^^^f . ^.m^P. ^U'P. M. 

[0142] /tf ^|life?^^^;l*5V ^T. (:i*5V ^Xm\^^^tl^ y mm^l-t. O. 5—240 

*>So aifetc:^$tvs^i:^M*^v>;6^ m^ymm^m^^xmiiLmm^fc^(Dm 
[0143] t'(DXo^j:jSimmi\imm^m\^^xh±i^m^i^m^^(DfSimm^tmit 
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LV^;6^ SDS-efeo-C^>J;V\ 10(Z)^»^^-t:(i. m.m^MPEG<D^i^^^m 
fi. 200t6000t(Dm'^h\). ^*U<f*PEGO^^:9-T-»(^. 200^;2000i:(?5P^ 

it)^m^'r:b^t7f)^'C^^o lo<Diff*bVN^ig?|^^Tii. ;$:|iPJ}c*5V^-CffiV>e>tt 
5PEG<^^^5)'^^*(*. 1000i:2000^(Dra-T?feSo S'J<^^*bV>^Jfefl^^-e}*. 
:*:^8^^C*3V^TfflV^fctlSPEG<D^^:9•^*f*. 1500^2000i!<DP^-e*)S„ SUO 
HJSJl^^Ti*. :45:^iat-*3V>TfflV>btb^PEG(D5p^^i^»{*, lOOOigAT-efc^ 

[0144] 3ffi^^cm3^$tvS^^^M*>feV^>&S, fflV>^>tT^PEG02p*&5>^»;5Sfl^< 

^t^mmizLm-tiMu. mmo^]^±-wcmm m^\t. loum). 

ti^i. 2-:i^^=¥i/K4^y-^~(^jx.{^. PKOcDx^fmm.m^'^^icj^^Z'X^mi. 

mni:>tiXhX\^\ 1. 2-3l7Kd^^/Wy-^-<Z)J;5^<^M^^K^45>T■^tf^?^ 

i^s-rx@f*. mmm(h^\^^mo^)^mx.x^m^xni^ivxhx\^\ m:msi<D 
mmn. mmmm^:i&\'^xm:^mmi^m^^Mu ^>^(DmmMi^i3\,^x^m:^ 
tifzMMcDv^m^^mmmi^isi, ^xfdM^M:^m%:m\^^xifmmmm. ms^m 
^mfj:if^nm'r^^tizx<>xmwj:<\^\^^m-r^7f>^^^^m^-ir^^t\cx<>x 

(DX'?/£^wxnihtixhJ:\^^:ibK mnox:t42x:t<Dmxni^tin. ^m.(mi5x: 
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[0145] :*:^0J(D;^ifetc4oV^T. 1, 2-^^=¥iyK7Ky-^— (M^i^. PEG) fi. mm^i^if 

[0146] fcfcL. wmmi\^xv^G m7L\t. ^r^^rnxom ^m.m-t^^^. '^wx^mw- 
-)tvxn^^i^m^^^mir:r,tmmimm&^^-vKm\^^^^t-d^-^mti:^v 

•^—amifhfh. m^i^. peg. ±y;^:yHt^]}^u^i^. ixy^i^, MMA( a^^/l^ 

[0147] ^tf*b<}i. :^mm<D:^mi^. mmKm^i:hftmM^m^ir^TM. ^^hi^^^ 



wo 2005/063316 



46 



PCT/JP2004/019440 



, ^-^T^y^^V:^. ;^^l/^^•r>ri^>^^ Th7^^i}^V>. oiyj^^n-x'-fi/^^, y<:y=x^^ 
iDtixhx<. 37X:xni^tvx:hx\^\ mm^. 37'cs^Mx.s^as-e^Tt?^^-c^>J;v^ 

PBS) H:, miel^t^tb-a>j;v>„ 

[0148] :$imm(o:^mK^\^^x^m^ti^mmn. Mm^ti^mmmmKm^\yX\^^fiit 
. }f(D^^is:^!^^M(DmMxh<>xhx\^\ %^x.^mm(D:^mi^^^^xm\^^h 
fh^mmn. t^(D^m mx.it. ^mmm. m^mmm) mM(DmMxhhox-h^ 
v\ \ih^(Dmm:bmm^th^m^. :^mm(D:^micm^xm\i^hti^mmt\^xi't 

mm(D:f7miz.^\^^xm\^^hfi^mMtvxn. $e>j:i$f*L<{*. mMm^M(Dmm 

MP^(Dt'<DXofj:mMx^oxhx\^\ h^mmmmxit^ ^mM(D:^micm^xm 
\f^hti^mmfi. mM(D^m^m^^tn^^m^^^mt^ti^mmx$>y)m^. mm. 
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^^mi^. :^mm(D:}fmic^iir^^mm<D^'f^M\:.L.x\^ ^/^v >)i^^coM0iKt45^ 
^p^^J-^ft^as 1000— 2ooo<DjKy rt^u v^y 3— /i^jr^?^<^^?^i-?t't-x 
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t^:^ffl^tbTV^6t><^^^. mx-i-f. i^-TW^K (cyanimide), 1-3^^/1^3- (3-v^p« 

— 7"/V))*fc(i^^1S^JPhotoMix™(Sulzer Carbomedics Co. Ltd. 
ifhMii^^tlhi'^}^^^M:\f ^ i^^kX^X. Biomaterials (2000) 21 : 2215-22 
31^#flao^Wo 

[0152] ^T. i<0>^b^6<JMS^^ . DNaselO J;9^^CDNaseJfeir(DJ?^?W 

\\ ^0<t5^j:DNase}*^'Oj;93fcDNase-C^j:V>;$S^ 0*U<}*DNaseI-efct)#So 

[0153] p?^WT— € (^J;tli. DNase) X<Dmm\t. ^*<?3 i^Jfe^^-t^tro-OfcxtV ;!HI 
JBE^#. »#^{4^^cC^'^m^^:b-1^Tt)J;V\ it^girUTfi. -g^ll^fi. lU/ml-10 

^(Do^. m^(Dm.mmm^it. i—24mm)^. Ms.^mm^\t. loo-ioook 

Pa(^J^^b-C500kPa))-eff5^^;55#X.^tl^o ^(Dm. »#(««J;tf*. 100—50 
ORPM, 0^b<f^ 100— 150RPM)^#-CtT5:i^t>'CtSo ^iJ^WT— if^aiaoftf 

m-i. ±m<D^mm^m\^^x^^'r^^ti()m'£i^'^\ 
[0155] ;2i5:iswf**fc. :^^m(Dm.mmt:^mi::.xoxmhfi^mmmmm^mm'r^ 
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-So 

[0156] sij<^^® ic*3v mM(Dn^:^m-v:^<>x^ a) ^i^m^^m^'f-^ 

\^^i^-t^fj:mm^>'^^^-h'r^xM. ^^-^-r^o ^^mi^jt^\^x. ^<Dm^(D 

^j:^M:Lt7!)mm^ti^o ^mm^mMti^xn. m^i^. hgf. vegf. fgfvI 
[0157] 0*L< tt. ^(^mf* . sk^mi^i^tci-iskmmms^xh^m^o j;!5^^u< . ;i 

(DjNHiiaf*. V'i^tr3^>'hS5l5-efe«9#5o fe5V^}i. 0*b<f*. ^<?5mi^f:i. JfiLW^ JfiL. 

T:^fe9#§o ^-^i^^^mMMmxit. ^(DmMt^(Dmmtit^ iiic^^S5fe-efc<9# 

Rft^^mm-r^^mi-^mm^mKiai^^x^Aimxh^. m^-i-i. m^m^i^^. 'tm 
mm-m^m &.mm, mmmmm^^hmmi^\^nx{^nm3mi^mm^tix\^^ 
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n^K^/v^>'j (:7'i/K^>'^ p«^/v:/ixK^^^) . rT^JI&^#:j (OKT3. ATG^j^^O 
[0158] !gU<^)^® tC^oV W m!^iJ^77b5r^mi-5;^ifeT*feo-C. A) 

^^hK^i.x\,^xh. mvx\^/s:<xhx\^\ ^(Dx^fj:ms^ti. iB*5f5> mum 
mmm^mM. mmmM(Dh(Dx-:hm^o »-^v<n. r<^mfi. jkwm* 

Kxmim-r^^tf)^xt^. mms.ft^^m-r^^mi'i. ^mmmic:is\^^xmy^^ 
[0159] $f ^bv ^mmmmi^i3\, ^T. :^mm<Dmmv^^h^^mir^:ffmti. d) jtiajw 
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mir^m^. rcDIh^h;^^:/}^, HGF. VEGF. FGF/.^^-efc«9#S„ ^Mmik^ 

izh^mmi^(Dmm-^ti\t^m(D:^mx:^ox^ a) ^i^m-^^m^^^-^t^mm 
Mxhoxh. mmmWimMx:hoxh^\'\ 0^u<«. :L(Dmwtn. skw. skwm 

v\ s'jc)^iife?i^«g-c{i. ^mm<Diiim.^tii-i^mir^:^mi^m^xmm^th^mm 
^m^^ti^m^. j;'90*L<fi. iitfLfti^(^jx.{i. Mft^. sw^/cfif) m^(7)m. 



wo 2005/063316 52 PCT/JP2004/0 19440 

[0162] sIJ<DMffi^-*5v^-c. :^mmi^. m^^m(Dtn!f>(Dmm^mmir^o a 
[0163] :h^mmmmxn. ^mm<Dmmn. skm. skwmmm. ^L-m. mm. n 

[0164] ^mm<Dmmi^. Mm^fh^mmmmizim^\.x\i>tiit. t^<Dx^^j:^mmM(D 
[0165] :^^m<Dmm. mM^^^y^h^xximmtrnmi^-^ti. ^hic^i^n^^un^ 
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[0166] ^^^muwt. mm.if'y'^Y^xxi^mmmm^. $e>i-m(^m^j^^^#5o 

^>J;v\ ^oJ:5^i^^Ji:b-r(i. -grtlxf^. B^S^;^. ^H^^;^. -ft!i(^H(D^M 



wo 2005/063316 54 PCT/JP2004/019440 

[0169] :^^pjcDiiiisiaji&^bm?^. ^yyvi^i:xj^um<D^mt^ mntmm(D^^(Dht 
[0170] if.^m(D^ww-z.\-i^m:^mK^^^x^m-^i\^^^nmimm. ^^yvi^^-a- 

[0172] ^MJNB#-ctt. l^^^il^cl^^^cT^^:9•»-cja^(^^^^^^^^6*l^^fe. 

|g[^i^^6<J^ife3&S^V^b*l^„ ^(DX.o^ijm\-i^. m^\-i. Ausubel F.A.bli 
(1988)> Current Protocols in Molecular Biology^ Wiley^ New York^ NY;Sambrook j£> 
(1987)Molecular CloningrA Laboratory Manual,2nd Ed., Cold Spring Harbor 
Laboratory Press.Cold Spring Harbor.NY. mMU^U^^^ik^^M^P^&^^f^ 



wo 2005/063316 55 PCT/JP2004/019440 

^n^o m^mit. V^^P^^5^:SC» (package insert) -e*)«9. iiS}*«ftlSI^-eii^ 

[0174] :^mm(Dm.mmitmm.iimi^9yh^xxj^mmit. ^^5>sfi-*3v^Tjs^os 
m^m^^x^mrr^^tit^x^^i^m^micmi^xi'i. mm^m^mmm^m 

^£;cT. :^mmm<Dmmz.^ox^ ^^m(DjsimmtmM. mm^y^h^xxj^m 

[0175] :^^mi^^^^x. :^m^(Dmm7imm^fi^umi. Mi^'p<Dt'(Dx^fi:Uitx 
feo-obiv^ tj^oT. mm:d^^^'r^Mi^<7:>n^{z^m.mm^t^xhx<^ fc5v^^^ 

o ^mm(Dmm7imm^fvm^mLtL^xix. m^it. stiw. nm. ^m. 't- 
[0176] ji^T}^. mmmi^&-^^^x:^mm^mmir:hiiK siT(Dmmm\'i. m^(D g m<D 
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[0177] }^rKmMm^^\^x^mm^^hi>mL'<^m-r^7!)K ^(ommn^rcomi^m. 

Sigma (St. Louis, USA) . ^^mM i±WL. B ti:}ff)^hrnm^tl^h(D^m\^ 

[0178] mmmi) 

■fi}!fiK.W}M.. i^WiMi^. 'il^l^^Hybrid(?l'^®)(Labo Products Co.Ltd., Osaka, 
Japan) d^6>. ^XU^ryhizWimtSD^^yh m^.. 0:2|s:»ji^,Osaka,Japan)d^ 

hmm^wrxmrni^tzo m!iiiomm<Dj§imKmvxti, :km±^(DW}!i^mm<Dm 
mim-r^mm^moxnotio 
[0179] mmi^i\^Mi^tiy^mmm^xx^'^iyh±mm^.u^mniGihco brl, ufe 

Technologies Inc. Rockville, MD, USA) ^at^:^7K*/c(* PBS Cltb 

^^MMM{^^^^XPBS(-)tir^oGihco BRL, Life Technologies Inc. Ro 
ckville, MD, USA) KAtl. JfiL^g^:»•^^5fe^^^*L^Co ^V^-e. JfilW^. ^]}^^ 
V:/^y=i— /W(lg/mU-:^;*^'r^;^i5'(NacalaiTesque Inc).:^fP. 

\^it)^tffSimmh7i(.^mi^Ati. o. smmMimi^ito mm(D^mm^^tctb. 

ube rotator TR-118:Iuchi Co. Ltd. 0:^) (;i*5V^T. ^:^#;®(100 

n.=.5/}.(^^-$/y:/^ 0. lms(D::^h^zfh-^4-».0. 25iti g/mlOTA/jN^^yVi^ 
B;-t"-<TGibco BRL, Life Technologies Inc. Rockville, MD, USA) 

mi3^i^^^Vt:io T^^XJiM. JfeW^^ DNaseI(«?@5t. B^)^ts± 

m-^Wi^ ( + ) *fc(*PBs ( + ) {^m^Wi^ip.fd,t.PBs (-) ic5mM Mgci 

2 
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fcfiPBS (-) 4'-t?{Jfe#bfCo 
[0180] ^p^-^-^^iooO. 2000. 200*3j;tJ«6000(7)PEG^ffiV^§^, ^<D^^m(Dh(D 

[0182] {SDS\Z.X^mMf^i5W:(D—) 

[0183] 2) m-m!^mm'mmm)wm:. ^mtmMW/osnsiY'f^^/vmm.^Y]} 

Soditim Latirel Sulfate, SIGMA L-4509) f-Attx ^?a-e48^^iJc 

[0184] 3) (i5fe^) mm:m tub. ST^^^3®^*i;dc (3:AtL24^ra^M-e^EfcMU/c„ 
[0185] 4) - mi^Sr. ;fea:ftM7K ^ l %NP-40 (SIGMA 1-30 

21) ^izAti. mux48mmtkmuto 
[0186] 5) mm mM^m nx^^m-^mTK ^ i^Ati24mmmuxnmvfco 

[0187] 6) mW) 20%^y:/n^-?y— /V (SIGMA 1-0398) ^ iZ.mM^Atl. -^ffl^fcf* 

[0188] (SDS(C^;5J|Ji*fflJl&;^?*<^)-) 

l)(i5fe^)jME^.:^n^T— if PfiW^J (PROTEASE INHIBITOR COCKTA 
IL; SIGMA P2714) :}3j;t;«20mM EDTA^tf^St^^^^l-Att. 24^^3 
7X:iZXm^\^fc^ 

[0189] 2) (B-lHl#ffi«tt^J«!;a)«a3il^. ^fea:fe:^;!K4'l%SDS(K7'i^/V'a^-^hy 
Sodium Laurel Sulfate. SIGMA L-4509) ^iCAfh. '^UX72^mMc 

[0190] 3) immmmt:mm\^. ±mikm7i<<^\^AM8mm&^±37X^xMc.m.\^tio 
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[0191] 4)mr,mM-mmikMi^m)mM^.^m^m7k^i%NP-4o(siGMA 1-30 

[0192] 5) mm mn^m nx:^^m^m7K^i'^Afi48mm37x:x'Mim\^tio 

[0193] 6) mmt^:fti±^) mmizim^ ^i&mit^z^ti±:^^^^fj:^t:i, 

[0194] 7) (mm) 0. osvoTiP^t'Thv^j^^^iz.mM^Ath. mm-^fzfim^m'^x-mm^ 

[0195] ^tih(D:ffmi'i. ^m<Dh<Diz.mcx\f 

[0196] (Triton^S) 

1) mmmm^. ^m^M7i<iX\ mm4x:Kxm^vtco 
[0197] 2) {M-mmi^m^m)mM^. ±m^m.Mi%TTiton(^m^m)x-ioo qcn 

Biomedicals, Inc. CA, USA)+0. 1% 7K^^bT:^^^!>^ (ammonium hy 
droxide) (Wako Ptire Chemical Industries Ltd. , B (DfSlLMik^ 

mm^i^mMm^i^. skm^mu 4x:izxi^:r:—:fy—Kx. 24mm^ti^ii}M 

m^^^\^xmMi.fzo 

3) {mm^<D^. 4x:izx->^—:iu—KX24mm^tic3mpBs^^mir^^ti,cx 
oxm^i^tc, 
[0198] (sDsizx^m.mm:^m<D^) 

1) M)^?5fe#: 0.3% NaCl. :7'n^T—^PI.§^J (PROTEASE INHIBITOR CO 
CKTAIL; SIGMA P2714), 20 mM EDTA, 20o C, 24 hrs 

2) #®flH4^J^3S: 0.5%SDS (h'y^i^/l^mM'rhV^J^.Sodixmi Laurel Sulfa 
te, SIGMA L-4509)+ 0.5% Triton X-100(ICN Biomedicals Inc.CA.USA) in 0.3% 
NaCl + 0.05% NaN MM., 

3 

3) ^^: 0.3% ^m^^:^+ 0.05% NaN MU, :g'l£l20NFFB^o 

3 

[0199] 4)l«®*5j:t;?i!S:#: /^>fb^^S3^K. 0.05% NaN iSr^tf^a:^:^7K^?^(^ 

3 

-To 

[0200] ±s&oJ;5l-^ML^ftlc(^jlftjNHiia^bmi^{cov^T. ^<*^ii^tiiS5^^=-(^J;^^ 

[0201] 
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[0202] 

#^-^X.#Sri:;65^$^^XV^^(Ripamonti A, et al. , 1980, Biopolymers 1 
9: 965-975 ;*5j;tKXiao WH, Knight DP, Chapman JA. , 1997, Biochim 
ica et Biophysica Acta. 1 134: 327-337) » =17— y^^3t>6S^^^:t"5i:^^*: 

[0203] mM^^m&) 

skm^m)ir<D^<9:7^>m)i im^3 n m) ^mmu ^\^x^'^h^-yv>-^:t^> 

.Nippon Animal Co. Ltd. B^)(D:kWim^4%^<y:^/l-J^T/\^'r\iVX 

m:^u wm^mi^tio wm^n (5 u mm) ^mmu pbs (-) T'3^r^igigi4{;ib 

. ^VXPBSi-)^o:>i%BSAXimm^UX-:f^-y^>^Vfco ov>-c. :i<Dm)i^ 

U ■^LTFITC^^'^#:^bbfcZ:^t»i«i:(^t-/i;>Ig^^;=3>»;^y^^;^, MM. 0^ 

)i-i'>'=¥^-<— hLfco mui-i. Zeiss hSM5io^m AmwLm.^m\^xnfco 
[0204] von Kossa^^^*i^J^T<^^^39moi^^^^^-/^?CTJ!^i/^7:7^:^(^sJx.^^^l^^^/ 
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m^TkTkmv. 42% 2% '^:tmm'rhv^M^^4^) i^ss^m-to ^(D^.mTkykm^ 

[0205] (i^m) 

[0206] ms^^wm 

100 m X 100 fi m<Dmm^ Kh?>mm^mm.^^mm\.x$\'m. 

[0207] immmmm 

mmmmm^. — msp^iooM mx loo^ mriro^^^/hicK^?). ^c=.5/h^m 

=^-yh7^^^^Uto ^^^^'^^^Wmtt. x^*. ^:=^iyh4'tc6^^J;&Sfe:5 



[0208] (^1) 

tIcms 100% 0% 

PEG^SI 4.7% 15% 

TRITON^Jffi 17.8% 34% 

SDS^a 3.0% 30% 

PEG^S+PVA 4.7% 15% 

SDS^S+PVA 3.0% 30% 
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1) 100 /i m X 100tim<Dm^'PiZ.h^m^<D^l-mif)^hWmo 

2) — tSSF^lOOAim X 100Aimr*^O3.c:i5/h{;i|K§]t)s ^=^-yh^^iiLtL^X:^9:^^> 

[0209] !^±(Dm^^^. ^wm^mm^^(D y mmmi^x^mmmm^Tiimri^it^t 
[0210] imm^m) 

[021 1] :^mMmxit. 5 1 mu^mm (tensillon orienteo -e^tssa^bfcio Mi^^ k 

^i$i(Dmi^m5mm^m^'t:^o (ORIENTECtiJ^TENSILON:5"tg^i^^ 
RTC-1150A^^ffl) ;idXXJ^(3) 5lo5fit)|l^&Uig^^*T'lcm/min(D5g^-X??|o5ft 

So t\^^oi¥m^m^ti^^^X^ ^WrMMM^^Xf^^m^m^l^fc 

(Shinoka T,Mayer JE.Tissue engineering heart veJve 

leaflets.Circulation.l997;96(suppl II):II-102-II-107;Shum-Tim D.Mayer JE.Tissue 
engineering of autologus aorta using a new biodegradable polymer.Ann Thorac 
Surg. 1999:68:2298-2304) o 

[0212] ^<Dl^M:^m2—6iSXXJ^m2iZ^iro 

[0213] m2) 

^:kWim(^^)7. 4 28 1.1 

SDS iSDSiCX^m.mS^:fym(D^{cX^) 
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7. 8 18 1. 7 

# sDSizx^mmm:^m<D^+pvA+ y mmm (eokcy) 

14 21 1. 6 

:i<Dx^:^Mmm^tmmi^^i^m^i^m^^ (pva) -y mmm 

[0214] :^mm<DmmmtmMti^ mi^. wxj^isxxf^tii^cD^xiimm'^mtmmi^ 

mmami^^tix^ ^fc (ig2-6*3j:Tj?^2) „ 
[0215] ^±(Dx^{z, :$^^m<D^i^m^\^m^^x(Diii}imKXox^ ^M(Dm.mmms. 

^^xm^x^x\^^fd(m^m^i-t^f}^K±m^mmmm^m^i.fc^timh7f)^z 

[0216] 

[0217] i^mt) 

^S/h^T{^^ttL/c^#:^lMr^*D J;U?2*^ #tC^J|Xb. von Kossa^-fe-r?;& 
^^Ctfc^^ffflfibfCo *fc. M^®3fe:$>7fetKAtomic absorption spectrometry) 

-e«aj^rtca^gs^^l!^^bfco ca^^f*. mmmi^tii'imm){^ifm%:xtix^ m 
6nm) xK>mmmM^n^tio 
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[0218] sD7ryK250g) (D^U!&ri^mMmtmim-:r^±Wim^<DizWimm'^^(io 

X10nim)^^fitL2;!&>^=^{c::^#:^^liXU. Atomic absorption spectorometr 
y(SPS7800: Seiko Instrument Inc. ) "C^iij^rtCa^S (dry weightfefclPO 
Ca'^i)^S!l^Uyb(Ozaki S. Pathophysiology of calcification of biopro 
sthetic heart valves. Acta Biomedical Lovaniensia. 200lSr#fi^<O^^)o 

[0219] mm 

[0220] (j^m) 

[0221] 

[0222] (^;^) 

ti^timM^^ i E^mmzim^^n^^t^mmir^^t-d^x^^o 

[0223] 
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[0224] :i(DsL-m^. mmm2izmm(DXo i^. suv^yhi^mu m^mm(omm:isxxj(^ 

vi^-^;i-v^>' (H&E) fe-e^feb-c^#«5t^M'rs^t;as-e#s„ 

[0225] m^:^(Dm.mm't-m^7iyhm.m'L-{a^m.ir^o 

[0226] 

SfH4Lewis^^75/hSr:z|s:^»JlJl*5V>TfflV^fCo National Society for Medical 
Research;iSf^j^L^;^rprinciples of Laboratory Animal CareJ^ :JoJ;tWnstitute of 
Laboratory Animal ResoiircedSf^^feUNational Intitute of Healthd5<2f^U:^rGuide 
for the Care and Use of Laboratory Animals J (NIH Publication No.86-23,19858klT 

) izm^x. mm^mmmmofc.nu^mm'iMi^xnoo 

[0227] M>i^'L^W3WM%::SCf^ (Weisman HF, Bush DE, Mannisi JA et al. Cellular 

mechanism of myocardial infarct expansion. Circulation. 1988;78:186-201) l^lfE^$ 

[0228] mm.) 

i/v-fc-oi^h^^/h^^^u &^^mmxm^^m\^^X'Lm^mm^'it:6o ^0^5/ 
h%:'mmmmmizi^^i^timmiz^^x2miz^n^o cmmmmm. n=5)ts 
mmmm^L-m^mm. n=5)„ fSi,mm'L-mi^mrfsmf^m2mmzm.mmnz 

[0229] {yyV'Lm(D'L-mm<Dm^) 

^m^rf/v{^^2m^. ^*^4js. %mmz. ^oniyg^^csoNos 5500. Agilent 

TechnologiesthSi) \Z.X>bm^%M'^-r^o 12-MHz(Dtransducer^fflV^, ;£{H!I:>^J;I9 
V tEMi!)^m:^^^7n^WMX\ Mlfti^^lftW-t-So B-modefJlT. 
^(end systolic area), M-model^T. :fe^t£3fi*S3=g(LVDd), l^MW^^M^ 
(LVDs). :fe^MMIl(LVAWTh)^S!i;£b, LVEF, LVFSfSr^mi-5o 
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[0230] (mm^^^^) 

-^^yy^-hv^^—j^^m^^mo '^fcwimM(DiiMBm)i^i^m^. pactorviii^^ 
[0231] r<^j;5i-> ^mm(DBimmtmmi-i.^ mmm(Dmu^^^Mir^^^^^(7)^^ 

[0232] 

.[0233] ^(Dmm^. mmm2Kmm<DXDic^ Le^is^^yhK^mu ^mm^(Dmmisx 
^(Dx^ic, :^mm(D:^m}ii. t'(Dx^ti:mM^m\^^xhmm(Dmtitc!i[^^^^ir 

[0234] 

mmm) 

3^VVh60^M^^IJffiLT. 60-100kGymS<OfiP.|*) X^m-^yHt^^^tf)^h. 

mm<Dmmmitmm(Dmm^no^tKx^x^ mm(D&i.mmtmm(Dmmm 
i^m (MPa) ^mMmu^mM.<DXo icm^-r^^t^x^x^ ^v\f:=-/i^T/v^—/v 
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[0235] mmm7) 

m^. mm(D^^^K jfew. mw. 't^m. mmm. -nm. mm. mW(Dm.mm 

[0236] 

m^. m>^(Dmm:i7mxi¥mvtcm.mmtmmt:. pvp. pva. PRc^m^^x 

[0237] 

A. SDS, TritonX-100(Cj;SJiJi^Jia^a 

a. ummm 

0. 5%SDS, O. 5%TritonX-100, O. 3%NaCU 0. l%NaN3. lOOU/ml^ 
^v'UV, 100iug/mLxM/^h-^'l''>i^(GIBCO), 1. 25 /x g/inlTi^:!f:^y-»'B 
(SIGMA), 100^lg/l:^•:^-v>ri/:^ (SIGMA) 

(PBS(-) (NaCl 8. Og. KCl 0. 2g, Na HPO 1. 15g('12H 0<Dm^2. 9 

. . . - 2 4 2 - 

g) . KH PO 0. 2g(l, 000mlfcfc9, pH=7. 2-7. 4)) (CTPM) 

2 4 

20mM EDTA^ Protease inhibitors cocktail, 0. l%NaN , lOOU/ml^ 

3 

^i/y>-, 100Atg/mi;^M/:/W^iX:/(GIBCO), l. 25 m g/mlT^J^T^yv'VB 
(SIGMA) , ;^-:h-r'l'v'>' lOOmg/1 (SIGMA) 
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c. rnmmm 
(PBS (-)Kxmm) 

20mM EDTA. 1%IPA. 100U/ml^:::^v'!;>'. lOO/z g/ml^M/:/h-r^i/>' 
(GIBCO) . 1 . 25 g/mlTi^Jj^xy i^^-B (SIGMA) . lQOm&/\:fJ^'^^-^l^ ( 
SIGMA) 

(PBS(-)(--C|^M) 

20mM EDTA, lOmM HEPES. 0. l%NaN , 100U/ml^:=i/IJ>', 100 

3 

IX sXml^hl^Z^h'^^iy:^ (GIBCO) . 1 . 25 M g//mlTA7jN7^!J->:/B (SIGMA) . 
100ing/l;«7-:^-^-f (SIGMA) 

e. v:>^::^mm 

0. l%NaN . lOOU/ml^^iXy:/, 100 /x g/nil;5^hW:7'W^i/V (GIBCO) . 

3 

1 . 25 At g/mlT-t.^J^T^y i/^^B (SIGMA) , lOOmg/l;^;-:^-^-^ (SIGMA) 
(ii)XS: 

(l)JlJi^M500ml(J:5^^ai*U. 24^r^. 25*0. 200|ll«g/'5>o UltefiBio 
-Shaker BR-300LF (TAITEC) tr^TofCo 
[0238] (2)j|^i*fflJiS^^Sri^UV^t><7)500mI^C3^^U $^(C24^P^. 25*^ 200lilfe/^o 

' m^fiBio-Shaker BR-300LF (TAITEC) -C^ff ofCo 
[0239] (3) ^jNBM^ffUV ^t>(D500ml^^:^^feb. $f>lJ:24^r^. 25*0. 200|lI^/':9-o 

lHlfe«Bio-Shaker BR-300LF (TAITEC) l?tTo^Co 
[0240] {4)V^^^m^i^mM^Umi^. 12mm. 25t:. 200IeIte/:$)'„ Hl^fiBio-Shak 
er BR-300LF (TAITEC) -Cfrolfco 

[0241] (5) vi^y^mm^mv^' ^hcoi^i^mu ^^5(^:24^^. 25^. 2ooi5iig/^o mm 

{^Bio-Shaker BR-300LF (TAITEC) "etTofdo 

[0242] iemmmmi^mM^mmi^. 3^m. 25*0. 2ooihi^/:9-o isife«Bio-shaker 



wo 2005/063316 



68 



PCT/JP2004/019440 



BR-300LF (TAITEC)-t?^TofCo 

[0243] (7) (^^•r^m^m^^mmi^m^^mmu 4t:-ei5fe#ufc:o 

[0244] 

a. PVP^?^ 

PVP (polyvinylpyrrolidone) LW-i^'^^M40, 000] < SIGMA > 

[0245] 

(ii)X@: 

[0246] (2) y (15kGY^b<t*60kGy) ^M#t«o 
[0247] 

[0248] (PVP :15kGy) •♦•(-l')-a 

(PVP :60kGy) •••(-i')-b 

(PVA :15kGy) •••(n)-a 

(PVA :60kGy) •••(n)-b 

(PEG :15kGy) •••(^N)-a 

(PEG :60kGy) •••(yN)-b 



i^Tii) - (3) (DBi.mmtiii^m^m\^ti'y->'L-micMv. (-r) -a- ( 

[0249] 

(i)SDS, tritonX-ioo^S (^fetrft^ff) -^M3ffiiai^<D5l3S?)3fi^;ds<STU 
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(2) PEG+ y (15kGy) +DNase^i!;3® ->-mmmM(DBm^^&RUWi^m 

(3) PEG+ vHdOOkGy )+DNaseM3S -^mmmM(D^m<OmmRVP^ 

[0250] 

^t:^m (SDS-Triton XIOOMS) ^mi^fcmMi^. (PVPM*^ y 

[0251] IE|9(;ifi. SDS, TritonX-100^ai^(DMi^^S (^ixhWgP^I* J-J:§fPtt) <7) 

ir?>mmTmBi^m)<Dmm7immi^mm^titco sds. tntonx-ioo^acjui^ 

[0252] tJ^oT. mi^SJj^^^jBi-Sl^^bt^^i-Smi^tC^i-b;*:^^*)^^^^^^-^^ 

[0253] la lotrfi. m.mmt^mm (2) -efaMbfcMia^fbai^srffi v ^-c. 

#M^?sft^bfcis$m^^i-o miox-mmutrnf^^i^iis ymiBkcymm^PBG 

hWSB(2)^^t^23ira (3) HE^fe (4){W: X 100(^^#-e^i^^fTo/Co 
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[0254] miifcf*. ymiookGym^^PBG^uNasefiimm<Dmmmm.{^\wo^m^ 
^^wm)(Df^^%:^-to ^:zxn. pvp^fflv^T^aLfc3^^<l^^i-o 3m^mm 

;iSigT«i:V ^^mM^mir:^m.mm^t:^m ( y il^lOOkGyfl^tt-^PEG^DNase 

^mVfcmMl^. ( rpvPM*^ y ^ISkGyfliM J RXf. TpvP 

mp^-^ym60kGymMi)%:mmir^^tx\ ^m^^mit^i^m-r^o ^^n^x^i^ 
. pvp^t^f&mK^^^xmmmm^^m^t^fco 

[0255] 012?*. y i^lOOkGyRg#t^PEG^DNaseMai^O4t0^3il (#i4^l^<t5fP 
lt-^PEG-*DNase^3a) ^J£bfcmi^(;i. ( TPVP^*^ y j^lSkG 

yfl^itj^T^. ^pvpm^^ym60iiGym^])^mm'r^^tx. wi^^iii^^m-r 

[0256] |gll3«. 7i^lOOkGyM#t^PEG^DNaseM3SM(DMMMa(^^;/hW§l5^^* 
lC<J;^fF«oM;^^^i-o (l)#ffigl5^:^!yhWg|5 (2)^m^2Mr^ (3) HE 

Rjit^Km^-r^mm (rmm^) (Dmrnni^mMKm^^ivtco peg+ y mmk^ lo 
okGy) (m.m^mm(D^)x\-i. mmRft^icm-^'r^mmTmskm)(DW:m^m=f- 
u^^thfco 4-a—^^-h(D-r^x(D^m:^micm^x. mmRit^i'^m-^ir^ms^ 
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tix\^^^(Dtmmi^t(D[f^m^^mmmi^Mir^^^tvxmm^ti^^%x:h?,:z 

[0258] :^mmi^x^. mmmmm^mmmm-^m^im&im:^.^^. m^Bkm^mmi^ 
±^^'^^mmmt^m(D^^m7!)m^^nfc^^(D^mi^x<>xm^^fhfz.}sim 

±x^mx$>^o 
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[2] mmmMmtmrni-i:. 

[3] mm^i^m^im^^i-i. HtfiEMi^sr^-T^^^-ij^i-^, M^^ii-iBm<^j!J«.jWfi& 

[8] tdm^i^T^^^m^^n. ^Ky t'=/vT/v=i— (pva) , if ^/i^t^ciy (pvp 

[10] HafB3^<yif^/VT/i^3— /wf*. ^^»500— 200, 000(;?^Hrt{j:fcS. ^^:^8{e: 

[11] mn&mm<Dmmmwmi'i. 3o%urxh^. m^mii^mM(Dmmm^tmMo 

[12] mmmm(Dmmmmm'i. 3o%^rx^^. m^^iKmm<DmmmtmMa 

[13] MiBjaj^fi. mmmm-r^:zt7!i^x^^mmkm^mir?>^ m^miKmm.<Dm.m 
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c) ^i^m^i^m^^i^mmm^m-rTM. 
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WiBymmM(Dm$fiAit. 10— 300kGy(D$5iai^-efe5> m^^32KWM(D:^ 

Bills Yi^fl8*f(i> M^. mm^. mm^. i^^^. yi^^. mmm^i^^mm^^x 
xj^^tih(Dm^^t>^^h^j:^mx*)mi3i^Mmmr-vni:>M.m^m32{zm 

27tc|Ett<^:;^)&„ 

MIB;^#:3i'^ti]^^^^«.jKyif-/VT/V3— /v*^}*jKyif^/wt'nyK>'t^ 

mm^i^m^i^m^^n^ i%(w/v)-5o%(w/v)<©itST-^ffi$tbS. it* 
m27izmm<D:^mo 

mmmmm^i^'f'i-i. i, 2-^jK^v^K2Ky-7-T'fc^. m^m28{zmm<D:^m. 
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[43] mmm.mmtrMfi^ 30:»-p^-io 0 mni:>M. m^m27iz.mm(D:^^o 

[44] wimmmmi^^^i-i. ^i^m^^-^h^. n^m7izmm.(D:^mo 

[45] Miemi^f*. ifiiw. jfew^tmi^. 'tm^. 't^m. mm. nmisxxf'Wt^hfi^mx^ 

[46] HtrlEj^W:. m%W}m S MX*h^. »^]S27{j:|E«0:^&o 

[50] mMm27Kmm(D:fjmi^xoxnhfh^. mmmmmo 

[51] mM<Dn±^mxh-:>x. 

[55] mw.^mf^'^mmt. mmmmi^f^\tm]}-<-:f^Ymmxmm^fvb^ m^^s2\z. 

[56] WitE.^mmi^^Mi~i. HGF. VEGF, FGF, IGF, PDGF:JoJ:t;«EGF/{»^fe;fe^^i 

[57] MiEmj^ti, skm. ^sLwrnm^ ^tm^. 't-m. mm. 'p^mi32:xj^'Wii^htj:^mxy) 

[58] mm^'7:7h^^mir^:}jmxi)^x. 
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H&iBmjNBjiamsifi. mm^^^^-^ih^. mim5s\^wm(o:^m. 
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[73] Mismi^^^ nt?L»ji^^^-efes. m^miKmm(Dmmo 
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